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INTRODUCTION:  Fistulas  are  a relatively  common  occurrence  in  Crohn’s  disease  (CD),  and often  present
early  in the  disease  process.  Additionally,  patients  suffering  from  either  CD or ulcerative  colitis  are  shown
to  have  an  increased  risk  of  colorectal  malignancies  compared  with  the  general  population.
PRESENTATION OF  CASE:  We  present  a case  of  adenocarcinoma  in  an  ano-vaginal  ﬁstula  in  a patient  with
longstanding  CD.eywords:
rohn’s disease
istulae
ucinous
denocarcinoma
DISCUSSION: Various  pathogenic  mechanisms  for the  development  of carcinoma  in ﬁstulas  have  been
suggested,  but there  is no consensus  and indeed  this  risk  may  be cumulative.  In  this  case  report,  we also
discuss  the  pathogenesis  of mucinous  adenocarcinoma  in  ﬁstulas  secondary  to  CD.
CONCLUSION: Better  detection  of adenocarcinoma  in patients  presenting  with  persistent  non-resolving
ﬁstulas  in  the presence  of CD  should  be undertaken  with  regular  biopsies  following  examinations  under
anaesthetic  of the anorectum.
gical © 2013 Sur
. Introduction
Crohn’s disease (CD) is known to be associated with perianal
isease in the form of ﬁstulas and abscesses. The risk of malignancy
ith CD is also well recognised however the location is variable and
ot always predictable. A case of a mucinous adenocarcinoma at an
nusual location is presented here.
. Presentation of case
A 53-year-old female with a 30-year history of Crohn’s disease
CD), and previous ileo-colic resection 15 years before, developed
ew right-sided abdominal symptoms. She was referred to a gas-
roenterologist by the general practitioner. Physical examination
o exclude perianal sepsis before starting cyotokine-modulating
onoclonal  antibody therapy showed a 2 cm × 4 cm perianal lump
t the anal verge in the 6 o’clock position. Her disease had been qui-
scent in the period since her resection but in the months before
resenting to us with the perianal lesion, she was treated with aza-
hioprine and a reducing dose of prednisolone. Her past medical
istory included cervical cancer 16 years prior, which was treated
ith surgery and radiotherapy (the notes for which were not ableo be retrieved from the institution where she was  treated due
o its closure). She had no obstetric history or history of human
mmunodeﬁciency syndrome and smoked 5 cigarettes per day.
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A magnetic resonance image (MRI) of the abdomen and pelvis
following identiﬁcation of the lesion demonstrated a complex ﬁs-
tula with an inter-sphincteric ﬂuid collection on the left side in
the mid anal canal. This communicated with a ‘Y’ shaped defect
extending into the perineal body and vaginal introitus. In addition,
a separate 2.7 cm cystic collection representing the lump seen clin-
ically was  identiﬁed superﬁcially in the midline of the natal cleft,
posterior to the anal canal (Fig. 1). In the abdomen, there was  clear
evidence of active colitis affecting the majority of the colon and
short segment of the neo-terminal ileum. Colonoscopy revealed a
neo-terminal ileal stricture, which histologically showed ulceration
and evidence of active chronic colitis with rectal sparing, but no
evidence of malignancy. A computed tomography (CT) scan of the
chest, abdomen and pelvis did not show any evidence of metastatic
disease.
She subsequently underwent an examination under anaesthetic
(EUA) of the anorectum and excision biopsy of the perianal lesion,
which connected with the ﬁstula at the 5 o’clock position (Fig. 2).
At this time the ﬁstula was not found to connect with the lower
posterior vagina. The histopathology of the excised lump showed
a mucin-ﬁlled cyst lined with dysplastic epithelium and a second
opinion was  sought to review the histology. In the opinion of one
pathologist (NS), this represented a mucinous well-differentiated
adenocarcinoma arising in a ﬁstula in the context of chronic inﬂam-
matory bowel disease (Fig. 3).
Management options were discussed with the patient including
the need for surgery for her reactivated ileo-colonic CD. The option
of radiotherapy was discussed, however the multi-disciplinary
Open access under CC BY-NC-ND license. team (MDT) and the patient were keen to avoid this given the
unknown previous treatment for the cervical cancer and the risks
of radiation enteritis in a Crohn’s patient which may  then pre-
dispose to short gut syndrome. In more than one MDT  meeting,
Y-NC-ND license. 
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Fig. 1. The T2 images MRI of the abdomen and pelvis showing (a) the cystic col-
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assessment by two  consultant histopathologists (AA and NS) was
a well-differentiated mucinous adenocarcinoma (estimated size of
at  least 35 mm).  The small bowel mass showed serositis and someection in the midline of the natal cleft and (b) the ‘Y’ shaped ﬂuid connection
ract.
ogether with the patient, the decision was made to perform an
pen ileo-panproctocolectomy with a wide ischioanal fossa exci-
ion and posterior vaginectomy with a perianal reconstruction
sing a pedicled rectus abdominis ﬂap.
An EUA of the rectum prior to laparotomy revealed the secre-
ion of mucin on digital rectal examination (Fig. 4). The patient
nderwent an ileo-panproctocolectomy with a left vertical rec-
us abdominis (VRAM) reconstruction (as there was a right sided
car from previous surgery), small bowel resection, right salph-
ngectomy, posterior vaginectomy and ileostomy. The small bowel
esection was necessitated by the presence of a Crohn’s mass
nvolving the right fallopian tube. Post-operatively she required
igh dependency unit care, and had a number of complications
ncluding non-healing of the end ileostomy and enteric content
ontaminated the extensive dissection cavity associated with the
eft VRAM donor site. This was drained surgically and healed over
 number of weeks. She was readmitted within a month with
cute renal failure due to a high output ileostomy and then with
 pulmonary embolus 6 weeks post-operatively despite being on
rophylactic treatment with low molecular weight heparin during
er hospital stay.
The  ﬁnal histology of the resected specimen revealed an ano-
aginal ﬁstula tract centrally lined with colorectal type dysplastic
pithelium, which formed well-differentiated glands producing
ucin. This was positive for cytokeratin (CK) 20, MNF116 antibody
nd negative for CK7. There was also evidence of focal high-grade
ysplasia within the anal sphincter. The rectal mucosa showed
hronic inﬂammatory changes and there was no evidence of analFig. 2. The perianal lesion (a) before and (b) after excision.
squamous dysplasia. The ﬁnal surgical pathology diagnosis afterFig. 3. A photomicrograph of the histological specimen of the perianal lesion show-
ing dysplastic colorectal type epithelium in the ﬁstula tract under high power
magniﬁcation.
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gig. 4. The examination under anaesthetic of the anorectum at the time of resection
howing  evidence of residual ﬁstula with mucin expressible from the vaginal end of
he ﬁstula.
ranulomas in keeping with CD. The margins were clear with no
ymph node involvement. Hence, the patient did not require any
urther adjuvant therapy.
.  Discussion
Both ano-vaginal and recto-vaginal ﬁstulas are known to occur
n patients with CD. They occur in approximately a quarter of
emales with CD.1 The processes behind these have been suggested
o be due to factors such as the inﬂammatory nature of the dis-
ase and transmural rectal involvement.2,3 Moreover, malignancy
omplicates long standing CD, thought to be secondary to constant
ucosal regeneration which could lead to dysplasia and subse-
uently neoplasia.4,5 An incidence of 0.7 for carcinoma arising in
 ﬁstula in CD has been reported from the patient series of Ky and
olleagues.4 CD as with ulcerative colitis (UC) is known to be asso-
iated with the risk of developing colorectal cancer (CRC). The risk
n CD can be up to 6-fold that of the general population for devel-
ping CRC and is recognised to be associated with a long duration
f disease.6
Ano-rectal ﬁstulas in CD have been reported as occurring
etween 25 and 60 percent in disease affecting the terminal
leum and rectum respectively.4 However malignant transforma-
ion complicating an anal ﬁstula is very rare. Not unexpectedly the
verage age of presentation for a ﬁstula with CD is relatively early
ompared to the presentation of carcinoma.4 The reported cases
f carcinoma arising from CD ﬁstulas have been in patients with
D for a period of approximately 20 years,4,7 as in the case of our
atient. Early reports have been made about recto-vaginal ﬁstulas
ccurring more commonly in severe colonic CD.8 A case matched
tudy of perianal ﬁstulous CD with and without CRC by Sobala et al.9
howed a signiﬁcant association of cancer in long standing ﬁstulas
or a median period of 11 years. This was similar to the ﬁndings of
 systematic review of malignant cases of CD ﬁstulas.10
The pathogenesis of ﬁstulas in general is unknown. The devel-
pment of carcinoma arising in CD ﬁstulas was initially thought
o be squamous cell beginning from the squamous epithelium of
he ﬁstula tract. Suggestions have also been made of origins of
4he mucinous adenocarcinomas originating from the anal glands.
owever, in the case presented here there was no histological evi-
ence of squamous cell invasion or direct involvement of the anal
lands leading to the development of carcinoma. The origins ofPEN  ACCESS
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adenocarcinomas associated with ﬁstulas in CD have been debat-
able. Nishigami et al.11 performed immuno-histological studies
using CK20 and mucins and established adenocarcinomas in CD
ﬁstulas are associated with rectal type mucosa. Our immuno-
histochemical ﬁndings also support this.
Our case is similar to that of Smith et al.7 who  reported a perianal
mass in an elderly woman with extensive perianal and vulvar CD,
that revealed a mucinous adenocarcinoma. The authors suggested
the colonic epithelialization of the ﬁstula tract might have dysplas-
tic potential that subsequently leads to development of mucinous
adenocarcinoma without an underlying rectal cancer. Mucinous
carcinomas in CD in a ﬁstula tract have been reported.4,5,7,12–14 In
the case presented by Freeman et al.,15 the patient had recurrent
episodes of perianal and rectal ﬁstulas, which was not the situation
in our patient. A previously reported case of mucinous carcinoma
occurring in a ﬁstula tract in CD was thought to be associated with
immunosuppressants such as azathioprine.10
In our case, cancer had originated de novo in a CD ﬁstula with-
out rectal or anal mucosa involvement. Perhaps, our patient may
have an additional predisposition to cancer because of her pre-
vious diagnosis of cervical cancer and possibly human papilloma
virus exposure. The effects of immunosuppressive drugs cannot
also be discounted as possibly playing a role. Persistent non-healing
ﬁstulas in CD should alert the clinician to underlying malignancy.16
4. Conclusion
Thorough surveillance of the perianal region and ﬁstula tracts
should be incorporated with an EUA and biopsy in patients with
perianal CD especially when there is no clinical suspicion of malig-
nancy.
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